A high-molecular-weight RNA encapsulated with an RNA-instructed DNA polymerase in particles possessing the density characteristic of the RNA tumor viruses has been detected in 13 out of 14 human malignant melanomas. The [3H]DNA synthesized by these particles in an endogenous reaction hybridizes to RNA extracted from the human melanoma particulate structures, but not to RNA from normal skin. Similar particles containing RNA and enzyme have been found in basal cell and squamous cell carcinomas of the skin. The RNA of the melanoma particles is easily distinguishable by hybridization from the RNAs found in the particles of the basal and squamous cell carcinomas.
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We have shown in human leukemias, lymphomas, sarcomas, and breast cancer the presence of viral-related RNA (1) (2) (3) (4) (5) and of particles containing an RNA-instructed DNA polymerase (reverse transcriptase) complexed to a high-molecular-weight RNA (6) (7) (8) (9) (10) . These particles are not found in the corresponding normal tissues. The availability of RNA tumor viruses known to cause corresponding cancers in animals made possible the identification of certain of the human malignant nucleic acid sequences as viral related. We subsequently detected similar particles in human brain tumors, in human malignancies of the gastrointestinal tract (11) , and in lung (12) . The lack of corresponding animal viruses for these neoplasms made it impossible to explore possible homologies with known animal tumor viruses.
The association of C-type viruses with several animal melanomas (13) (14) (15) and the detection of similar particles in a mouse melanoma (Hehlmann, Balda, and Spiegelman, in manuscript) suggested that a viral animal model may exist for this disease. Its fast progression and widespread metastases makes melanoma one of the most malignant of the human cancers.
Because of its nature, melanoma is easily detected at an early stage, and it is rare that the tumors removed are large enough to permit the kind of biochemical examinations that were required to detect the virus-like particles in our earlier studies of human malignancies. Despite such difficulties, it was decided to make the attempt, and the present paper describes the successful demonstration of particles in human melanomas possessing the density characteristic of RNA tumor viruses and encapsulating a large RNA molecule complexed to a reverse transcriptase. scriptase and 70S RNA. In a number of instances, the pellet was density fractionated by a further equilibrium centrifugation through a 20-50% linear sucrose gradient at 27,000 rpm and 40 for 180 min in a Spinco SW-27 rotor. The density region (1.16-1.19 g/ml) with the highest polymerase activity was collected and pooled. All assays for reverse transcriptase were carried out in the presence of actinomycin D to suppress DNA-directed DNA polymerization.
Simultaneous Detection Test. The viral-enriched fractions were used to detect reverse transcriptase associated with a high molecular weight by the procedures described previously (7) (8) (9) Fig. 1B ). Table 1 summarizes the results of 14 human melanomas examined in this way; of these, 13 showed clear evidence of particles containing a reverse transcriptase with a high-molecular-weight RNA. The two normal skins gave negative responses. It will be noted that "normal" skin within 5 cm of a melanoma yielded a positive response. This finding may be of interest in ultimately illuminating fast progression of this disease. Finally, two nonmelanotic skin malignancies, one a basal cell carcinoma and the other a squamous cell carcinoma, each gave strong positive reactions.
The density of the particles yielding a positive simultaneous detection test was determined by subjecting them to an equilibrium density centrifugation in sucrose as described in Materials and Methods. It was found (Fig. 2) It was of obvious interest to examine sequence relation of the DNA synthesized by the melanoma particles to the RNA found in such tumors as well as to the RNA found in other tumors of the skin that are unrelated to the melanomas. Such experiments could not be carried out with all of the tumors obtained since most of them were too small to provide the Fig. 3 . A significant amount of hybridization occurs (Fig.  3A) between the tritiated DNA made with a melanoma particle and the RNA extracted from a melanoma. Interestingly, no hybridization could be detected with an equivalent amount of RNA prepared from a similar particulate fraction from a human basal cell carcinoma (Fig. 3B) 
DISCUSSION
The results described here add malignant melanoma to the list of human malignancies in which evidence for an association with an RNA tumor virus-like particle can be provided (1) (2) (3) (4) (5) (6) (7) (8) (9) (10) (11) (12) . These results with fresh tumors are consistent with earlier electron microscopic evidence (16) and the more recent simultaneous detection results with human melanoma cell lines and tumors (17, 18) . In view of their strong positive reactions (Table 1) , it seems likely that the squamous cell and basal cell carcinomas of the skin will also fall into this group after enough of these tumors have been examined.
Because of the limited supply, the results must be regarded as preliminary, but it would appear that the particles found in melanomas are readily distinguished from those associated with either squamous or basal cell carcinomas, indicating a high degree of histogenic specificity for the particle found in each type of tumor. This possibility is already suggested by the unique particle in human breast cancer, which shows no homology to any of the particles found in mesenchymal tumors (6) . If 
